Female reproductive function is negatively impacted by age. Animal and human studies show 24 that fibrosis of the uterus contributes to gestational outcomes. Collagen deposition in the 25 myometrial and endometrial layers is the main change related to uterine aging. Senolytic 26 therapies are a potential option for reducing diseases and health complications related to aging. 27 We investigated effects of aging and the senolytic drug combination of dasatinib plus quercetin 28 (D+Q) on uterine fibrosis. A total of 40 mice, 20 young females (03-months) and 20 old females 29 (18-months), were analyzed. Young (Y) and old (O) animals were divided into groups of 10 30 mice, with one treatment (T) group (YT and OT) and another control (C) group (YC and OC).
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of 20μL. Fluorescence was quantified using the Applied Biosystems QuantStudio™ 7 Flex 153 System Fast RT-PCR system (Applied Biosystems™). For each assay, 40 PCR cycles were run 154 (95 C for 3s and 62 C for 30s), and a dissociation curve was performed at the end of the reaction 155 to verify the amplification of a single PCR product. Each assay included a negative control using 156 RNase-free water. 
Results

203
During tissue dissection, it was noted that in old animals, 7 out of 20 mice (35%) had a 204 dilated uterus. Among all old mice that had uterine dilation, 4/10 (40%) were from the D+Q 205 group (OT) and 3/10 (30%) were from the control group (OC). There was no effect of treatment 
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In our experiment, we showed the effect of aging on downregulation of the 302 Pi3k/Akt1/mtTor signaling pathway in uterine tissue, but interestingly D+Q treatment did not 303 promote an inhibitory effect on this pathway by either reducing Pi3k/Akt1/mTor gene expression or increasing Pten mRNA. As reviewed above, the effect of single or combined use of these 305 drugs may be dose-, duration of treatment-, as well as tissue-dependent. In our study, the specific 306 D+Q protocol used may explain the absence of a uterine anti-fibrotic effect due to the short 307 duration of the intervention.
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Importantly, our study indicated that D+Q treatment significantly increased the 309 expression of p53 mRNA, the tumor suppressor gene that is related to a higher incidence of 310 cancer in elderly people, which is not only due to a high frequency of mutant forms but its 
Conflict of interest
The authors declare that there is no conflict of interest that could be perceived as prejudicing the 370 impartiality of this research reported. 
566
Values are shown as mean ± standard error of the mean. Two-way ANOVA was performed and 567 p values for age, treatment, and their interaction are presented (p<0.05).
